) was administered once on day 14 of every course. Treatment was repeated every 28 days for up to 6 courses. To avoid tumor flare, patients with SLL started lenalidomide at a dose of 10 mg/day, with a monthly 5 mg increase, up to 20 mg/day in the absence of toxicity.
The primary end points were safety and efficacy. Efficacy was evaluated in terms of the overall response rate (ORR) and of tumor control rate (TCR). ORR was defined as the ratio between the number of patients that achieved complete response (CR), CR unconfirmed (CRu), and partial response (PR) over all eligible patients. TCR was defined as the ratio between the number of patients who achieved at least stable disease (SD) over all the eligible patients. Both ORR and TCR were evaluated at four weeks after the end of treatment. Tumor response was defined according to the 1999 Cheson criteria.
8
Safety was based on laboratory parameters and adverse events. Toxicity was graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE version 3.0, http://ctep.cancer.gov/reporting/ctc.html); toxicity was reported on an individual patient basis.
Secondary end points were progression-free survival (PFS) duration of remission (DoR) and overall survival (OS). For this study, we planned to monitor efficacy with the Bayesian sequential analysis, 9 with a reference ORR of 45%. We screened 44 patients to achieve a final total of 40 eligible patients, considering about 10% loss of accrued patients.
Survival was evaluated with the Kaplan-Meier method, and group comparisons were performed with the log rank test.
Safety analyses included all patients who received at least 1 dose of study drug.
Between 2009 and 2011, 44 patients with relapsed MZL, LPL, or SLL were screened. Five patients were excluded from any response or survival outcome evaluation: 4 had declined consent before or at the beginning of the first cycle of therapy; 1 was excluded after a histology-based revision of the diagnosis. Thirty-nine patients were considered eligible and were included in the intent to treat analysis. Base-line clinical characteristics and prior therapies were recorded (Table 1) .
Toxicity was evaluable in 39 patients (Table 2 ) and treatment was generally well tolerated. The most common serious adverse events (grade >2) were neutropenia (56%), thrombocytopenia (10%), anemia (10%), and infection (10%). The median duration of neutropenia, WHO grade over 2, was 20 days (range 7-28 days). We observed 11 (28%) cases of grade 3 non-hematologic toxicity, including 4 cases of infection (10%), 2 cases of fever (5%), 1 case of tumor flare (3%), 1 case of dyspnea (3%), 1 case of renal failure (3%), 1 case of cutaneous rash (3%), and 1 case of heart failure (3%). One patient died of toxicity (pneumonia) during the treatment. Over Grade 2 neutropenia was more frequent between cycles 2 to 5, and about 30% of patients required G-CSF support during cycles 2 to 6.
Fifteen patients had reductions in the lenalidomide dose, 10 from 20 to 10 mg/day and 5 from 20 to 5 mg/day; furthermore, 2 patients started lenalidomide and rituximab after a one-week delay.
Out of 39 patients, 21 patients achieved CR, CRu, or PR; the ORR was 54% (95%CI: 37-70) and the TCR was 72% (95%CI: 55-85). In particular, 5 (13%, 95%CI: 4-27), 2 (5%, 95%CI: 1-17), and 14 (36%, 95%CI: 21-53) patients achieved CR, CRu, and PR, respectively. Seven patients (18%, 95%CI: 7-34) achieved SD, and 6 patients (15%, 95%CI: 6-30) showed disease progression. Five patients (13%, 95%CI: 4-27) withdrew from the study before the first 3 cycles of therapy without response assessment and were considered early failure or withdrawal. After a median follow up of 35 months (range 6-73 months), we observed 14 (36%) deaths. The median PFS was 22 months (95%CI: 11-39) and the median DoR was 34 months (95%CI: 14 months to not assessable). The median OS was 49 months (95%CI: 35 months to not assessable). At two years, estimated OS, PFS, and DoR, were 78% (95%CI: 58%-89%), 45% (95%CI: 27%-62%), and 76% (95%CI: 48%-90%), respectively ( Figure 1) .
The evaluation of treatment response by histology showed an ORR of 75%, 46%, and 50% for MZL, LPL and SLL, respectively (P=0.492).
By histology, the estimated PFSs at two years were 75% (95%CI: 31%-93%) for MZL, 54% (95%CI: 15%-82%) for LPL, and 28% (95%CI: 9%-51%) for SLL; the log rank test showed no significant difference between these survival rates (P=0.144). The estimated DoR at two years by histology was 100% for MZL, 100% for LPL, and 51% (95%CI: 16%-82%) for SLL; the log rank test between MZL plus LPL curve and SLL curve was marginally statistically significant (P=0.056).
In a Phase II study, lenalidomide monotherapy induced sustained responses in patients with recurrent/refractory indolent NHL, 5 and the median DoR was longer than 16.5 months. The CALGB 50401 Phase II study randomized 89 patients with recurrent follicular lymphoma to lenalidomide alone or in combination with rituximab. The combination was more active than lenalidomide alone, showing ORRs of 76% versus 53%, CR rates of 39% versus 20%, and event-free survivals (EFSs) of 2.0 years versus 1.2 years, respectively.
10 A recently published 11 Phase II study tested lenalidomide plus rituximab for treating relapsed/refractory indolent NHL. The results showed an ORR of 74%, with 44% CR, and a DoR of 15.4 months. These two combination studies included 73 haematologica 2016; 101:e197 
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patients with relapsed/refractory indolent lymphoma. Among patients, the large majority had follicular lymphoma (FL); only 3 patients had SLL, and one had MZL. Our study included 8, 13, and 18 patients with MZL, LPL, and SLL, respectively. Patients with MZL and LPL showed better responses, DoRs, and EFSs than patients with SLL, and were consistent with results from a large Phase II study conducted with previously untreated patients with advanced-stage indolent NHL who were treated with the lenalidomide and rituximab combination;
12 the ORRs based on histology were 98%, 89%, and 80% in FL, MZL, and SLL, respectively. Similar results were found in a study presented at the 2014 ASCO meeting, 13 which used the same combination of lenalidomide and rituximab, a CR of 72% was achieved in 57 patients with previously untreated FL. Our results demonstrated that patients with MZL and LPL who responded to the combination treatment had long-lasting responses. The combination treatment appeared to have less efficacy in SLL. In conclusion, our findings show that the combination treatment of lenalidomide and rituximab was also active in heavily pre-treated patients with indolent NHL The efficacy of this combination, in terms of either the percentage and quality of responses or the DoR, was very good in patients with MZL. Also, we found that the DoR was good in patients with LPL. Of note, no previous study has published the effects of this combination in patients with relapsed LPL. Our results showed a mild, predictable toxicity profile, substantially similar to those observed in previous studies on previously untreated patients.
12-13 Our findings should be interpreted with caution because they reflect results of a multicenter Phase II study that included a relatively low number of patients. However, the high efficacy and relatively low toxicity of the combination treatment in patients with indolent NHL were previously shown in other studies, both in patients who had relapsed and in previously untreated patients. 
